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ABSTRACT:

PROBLEM TO BE SOLVED: To obtain a new urea derivative useful as an active ingredient of a
medicine used for prevention and/or treatment of diseases such as hyperlipemia or
arteriosclerosis. SOLUTION: This urea derivative is represented by formula | [R1 to R3 are each
H, OH, an alkyl, an alkoxy, an aralkyloxy, etc.; R4 is H, an alkyl, a cycloalkyl, etc.; RS to R7 are
each H, an alkoxy, an alkyl, OH, etc.; Y is an alkyl, an aryl, etc.; (k) is 0-3; (1) is 2-4], its sall,
hydrate or solvate, e.g. N- 4-(4-methyl-1-piperazinyl)phenylmethyl-N'-[2-
3-(4-phenyl-1-piperazinyl) propoxy}-6-methylphenyllurea. The compound represented by formula
| is obtained by converting an aniline derivative represented by formula Il into a reactional
intermediate represented by formula lll (Z is a halogen, an aryloxy, etc.), then reacting the
resultant intermediate with an amine derivative represented by formula IV in which (k) is 1-3 or an
aniline derivative represented by formula IV in which (k) is 0.
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H)y. 1. 35 {(m, 2ZH) . 1. 62 (m. 2H) .
2.18(t_ 2H).2.35(s.3H). 2.5
7T(t.4H) . 3. 20(t. 4H) . 4. 34
(d. 2H) . 5. 59 (bs. 1H) . 6. 90
(m. 2H) . 7. 19 {(m. 2H)
[0117])KFEETEFFITLO. 992 (2
6. 2mmo 1 ) ZFFSLRar73>20ml &0
Z.60TCIImEL:z, FOFRIEN—4— (4 —-XFN
—1-ENFIN} T2 AFNNRAZIR0. 71
T2(2. 48mmo 1) BEfEl. 42m1l (24.
Smmol) .  FrFEFTRZ?F6m ] DEHREWD-
<HWET LA, WIRTHO OCCT2EREEL. 20
BRIGHEREL . INEEF25m 1t 362
BERE7m 1202 RIGHEZ6 0°CT1. SRaEEH
L7z, RIER%EERE THHILERRT L Tl . K
B% 1 NOKBBLF NI LTI HIZL . MLT
THIL L7z, S E AR R - U A TRl
L, BEEzHELN—~VFL—4— (4—XFN—1
—ENFGUN) T AFNTIL0. 64288
7z,

[0118]! H NMR (CDCly ) :86=0. 8
8(t.3H). 1. 29 {(m,. 4H) . 1. 50
(m, 2H) . 2. 35 (s, 3H) . 2. 57 {m.
6H) . 3. 19 (t_4H). 3. 70 (s. 2
H). 6. 89{(d. 2H) . 7. 20 (d. 2H)
BEOFTETRIORT 7T IVEEEERE (IV ) #4RL
7.

A= (4—AFN—1-RYIIN) 7220 AFNLT
I

A=K/ T2 ZNAFNT I

44 2V T2 AFLT I
4—1{4—(2-EBULIL) —1-EXFLIL} 7=
WAFNT I

(0119]ZFM2 (EHEEC)

A= (2=EUZNAFLAXL) Tz AFIT R
Y OER
4-beFaFiXyWIZrYL8. 952 (75. 1m
mo l) CEEAV7L262 (188mmol) (1§
fE2—r7ooAFAE)Y 13, 62 (82, 9mm
ol) N, N, —¥AFNLHENLLTIF100m] %
fmz . 100 CToR L, RIBERIZAK3I00m



1 %2002 BB+ THI L . fafiadiEkTongl | &
AEEEF B U AT L s L U, RKikd
PIAFNLIZOAT NG 4 — (DaA—FILC—-30
0:200g. HREN: BHBZHL ~FP2 (1,73
~1,72y YICTHEHEL 4 - (2-YUILAFLAL
FL) SOVZRIN1 4. 4gERE,
[0120]Z9F0Z—F100m e, ST, K
EFTNL oA FTIAL,. 0g (26, Ammo
1) 2002, w4 — (2-CUIVIAFILAFL)
RV ZRI3. 482 (16. 6mmo 1) ATH
F100ml) EREZHETL. @M THREEEM
BUEG T 1 SERERIEL 7o, ROBEET ARG L . 1 NAkEE
b WU 2oRETEEINZ . REEL T 3 22 %75
BB ERE L, FRET R LT L fafnals
ATHEHFL . EARREE ) 7 AT IR BRI E R L
7 BERUASL IO RS S 7 s — (a—FI
C—300:100g, H&E: A7 /-l 700k
WE (1 710~15) ) IcTHR#EL. 4— (2K
DU AFNAXL) 72V AFNLTIr2. 1%
(= YAN

I'H NMR (CDC1l,) :6=2. 61 (s, 2
H). 3. 84 (s2H) . 5. 14 {(s_ 2H) .
6. 93 (m, 2H) ., 7. 25 (m, 3H) . 7. 5
1(d. I1H) 7. 69(t,  1H) . 8.57
{m, 1H)

{01 21]zFH3 (BEED)
N—NFL— (55— ZFVIIL—2-APX Tz
VY AFNTEDER

5712 ARFIANCAXTILFER30. Og
(0. 14mo 1) 2ZFATNLI—L150ml  n
—NyFNTEX12. T2 (0. 146mo 1) 20
2. BT 2wHEEREEL Ao, RIBIE SClzmHIL L K
F#eRrEFRUTLT. 92 (0. 209mo 1) %
Nz . SEETSEEHEREL 7. RIGHECAKS0m 1 Bk
UF6 NIEBORIET AN B ORBLF PR Y 74
PREL. 25 %AKEEL B U AARKERE AT A
DL L. MV TR L7, i & fa AR T
P | EEKEREE - N A TRER L o th . AR E S
LTHRON =N FI— (5T —-2—A &%
TxZ) AFLTI38. 0g%ieiz,

1'H NMR (CDC1l,; ) :8=0. 89 (t_ 3
H). 1. 30(m. 4H) . 1. 48 (t. 2H) .
1. 61 (bs, 1H) . 2. 58 {(t. 2H) . 3.
73 (s, 2H) . 3. 81 (s, 3H)_ 6. 72
{(d, 1H) , 7. 29~7. 37 {m, 2H}
[0122) N=—ATFL— (B—TOE—2—APF
PT7xZNY AFNTIEI38. 02 (0. 133mo
1ye4 38y —n11. 8g (0. 173mol) .,
EEEAVUTIA (0. 147mo 1) . HLELEEL. 4
2(0. 014mol)  N—AFILEQUFX270

HRT10-306078

ml#zhnz. 178~182°CT7HEMEERZT-
7o ROGEZWAEE. BRETF1-200m | #02 #%
IR FEeL UEEERE L BREEZERET LT
HEL . 1 0% 727k, v BEEk T
L. AR U L TERSIE R R L,
FLAFNIARRI T T 40— (72=FNC—30
0:360g. & A% /—IV HELFIL (1,7
10~1.73) Y I2THBEL | WRON -~ F)L—
(B—4 IFVIN—2—ARFLT722)l) XFLT
Ty21. 3gFE,

[0123]T H NMR (CDC1l; ) :8=0. 9
O(t.3H).1. 32 (m. 4H) . 1. 53
(m, 2H) . 1. 77 {(bs_. 1H) . 2. 63
(t.2H) . 3. 82 (s, 2H) . 3. 89 (s
3H) . 6. 92 (d, 1H) . 7. 18~7. 33
(t.4H) . 7. 77 (s. 1H)
EROFETRIORT 7 I VEEER (IV) 2E5RL
2, B—AIFVIN—2—ARXRL T2V AFNT
T

(0124]) HFp4 (LR )

4= 14— (2= ) —1-EXFYL 72
> IVER
4—7ooiruNy¥r3. 0g (21. 3mmo
1)1 —(2-CUIL) ERFY3. 8g (2
3. 3mmo 1) KEEAIILL. 42, N, N—-¥
AFIFRNLLATIE3I0m ] #02 . BB T SR
WLz, ERECHEAIL . AREMA TG L7orEsh
FilL . 6 0CTHERERLTA-{4—- (21U
LY —1—EXFVL bR rEr5. 83 g3
7.

Il'H NMR (CDCls; )} :86=3.59 (m. 4
H). 3. 76 (m, 4H) . 6. 69 (m. 2H) .
6. 86 (m. 2H) . 7. 53 (m,. 1H) . 8. 1
4 (m, 2H) . 8. 22 {m, 1H)
[D12B]4—{4—(2-EU¥I) —1—-EXT
U ZraNrErys. 83 glznFATIa—01
00m 1l BIF1O0BNNIIIALREQ. 5exini.
5 O°CTEMKRRINE 1 280847 7>, s ki
BEEPEEL A— 14— (2-EYDN) —1-E
SN TR 5. 1 2R,

Il'H NMR{(CDCly; }:8=3.16 (m., 4
H).3. 44 (bs_ 2H) . 3. 68 (m., 4
H).6. 61~6. 71 {(m. 4H) . 6. 85
(m. 2H) . 7. 49 (m, 1H). 8. 21 {m,
1H)

(0126]) FEROFETRIGRT 7 3 358K (1
V) EBER LA,

4= (4= z20—1—43FVVUNL) 7o)
A= (4d—AXFN—1-EXFV)) 72 »
A—{(5—TFN—4—Tx=Jb—1—43F7I)



Ty

4= 14— (2-EVINAFL—1-EFTI)) |}
T
4—(4-—AFN—1—-A4A3FVIN) T2

A= (2—AFN—1—A4 35Uy 72
4—(2-TFN—-1-A4ZFVIN) 72

44— (55—t FRafii—4—-XFIL—1—4 35
Ny T2

A= (BRI NAFLAFN—A—AFNL—1—4
TNy T

4—{4— (1—-70ul) - 1—-43FVInt 7=
)

4— (1A% UN) —3-RFNTZ v
{4— (1—71E)l) —1-EXFYL 72

{4— (2—70l) —1-EXFY) 72

4_
b
47
N
4= (1—A2FVIIN) —2-AFN T2

2= 14— (1—=7F)) —1-EXxFIN} 7 »
4= 14— (1—="NyF) —1-ERFIN} 72
N

4—(1—A43F)N) 7
4—{4—(1=7F) —1-EXFIL} TZU»
[{0127]ZFH5 (BEEF)

2= [3— {4 (2-APFL7z0b) —1-EX
FUNG TaFEL] —6—AFNT ) OERK
2—2btra-m—2LY—110. 0g (65. 3mm
01) AN, N=VAFIFILLTIR (40m1) &
Mz, EBEAYYALS. 5g (97, Tmmo 1) B
Sl —7uE-3—7op7mir15. 4g (9
7. 8mmo l) 0. 4 0 CTSEEEEL::., K
IGEEERE TEAL | BEERFRSEEREEL
7z, BRETEHE LT L SAEEA TS L | &
AR B U L THEIR R R A R L7, BiEEd L)
AENIARRIFT 4 — (Va—=F1C—-300: 1
50 2. R BTSN NSy (1,/720~1
S10) Y IiTREL, 2— (3—7vaarmisy)
—6—AFAZPTINRCE 14, BT ghiE,
1'H NMR (CDCl; ) :6=2. 21 {(m, 2
H). 2. 30(s.3H).3.69(t, 2H) .
4,21 (t, 2H) . 6. 87 (t_  2H) . 7. 2
9 (t. 1H)

[0128) 2— (3—7uua7akxy) —6—AF
HBZbhoNr¥Fr10. 0g (43, 54mmo 1) D
N, N=3YAFNHNLLTER (60m 1) &iERlC. R
AUTL6. 822 (49, 35mmo | ) BLU1
—(2=APFLT7z20) ERFYVE. 368 (4
3. 48mmo 1} #MiZ. 100°CTHRREHEFEL
7z, RIGEZ ERE TwAIL | EBIE & FlERERE = 5
TR LB IR THi L . #REREE -~ ) 7 AT

HRT10-306078

R REE L, RER ) SV7av 75
T4—A{7a—=5N1C—300:200g. B A
/=S raafkn s (1,500~1,750) )2
THREL, 2-[3— 14— (2-AFHF 7220
—1-ENZI)N ralxs] —o6—AFLrox
Y8, 4 g®iE,

I'H NMR (CDC 1y ) :6=1. 98 (m, 2
H). 2. 30(s. 3H). 2. 55 (t, 2H) .
2. 65 (bs. 4H) . 3. 09 (bs. 4H) .
3.86(s.3H).4.13(t, 2H). 6. 8
2~7.00{(m, 6H) . 7. 27 (m_ 1H)
[0129]2—-[3—{4— (2 A+FLT7x2
Y =1 XSV 7alE$y] —6—AFNZh
oy ¥y8. 4g (21. Y9mmo 1) {214 ¥ 7o
A7 a—=50ml k10, 5ml ., mic#k7.
52 (134mmol )  BEEEO. 7ml (12. 2m
mo | ) ZHANEGEG T 1 WREEEL:, RIBREE
I THHIL . REEA )6, 5 gikd Om | IERE
SUERBL S5 Om | 2in27:, EEwmoFliE. F
WZ AR /LT Uks LU sEE iR Tt L.
HERETRE > B A THRIREER EZRE L, KRt
DAFL 2T 75 74— (70— C—-300:
200g. Bl : A2 /—nN 70ofib (1,72
00~1710) yicTHHL, 2—[3— {4—- (2
—APFLT2L) — 1 -ERFYIL TaREy]
—6—AFNTUr6. 419 gFE,

Il'H NMR (CDC1ly) :6=2. 04 (m_ 2
H)y. 2. 17 (s, 3H). 2. 62 (t, 2H) .
2. 69(bs. 4H) . 3. 11 (s, 4H) .
3. 80 (bs. 2H) . 3. 88 (s, 3H) . 4.
06 {t. 2H) . 6. 63~6. 72 (m., 3H) .
6. 85~7. 02 (m, 4H)

[0130]FH5HR5 LAKROFETRICRT 72 >
FEE (T 1) &R L7%=,
2—[3—-{4—(2—7vua7=z=j) —1-E~XT
Yy railR¥y] 6 XFAT)
2—[3—{4—(4d—7voua7r7z=j) —1-EXI
Vb TaREy] 6 —AFNTZ Y

2= 43— (4—7zZN—1-E5V) RS
Y6 —AFNTZI
(0131]) Sl (FhEEA)

2= 43— (4—7zZ)—1-EXFI)) 7R
XL} —6—AFN72)0. 482 (1. 47mm
ol ) IZIBLAFL»30ml&Ni,. 5~6°CIoiE
L7z, Y2 (rU27anxda) 0. 14g (0.
47mmo 1) Z4LF2i. S5 ) TFLT 3
0. 5g (4. 94mmo 1) #10CLTIZTHT
L7z, 10~20°CT 1 REHE %, 4— (4—-AFN
—1-EXZFIN) 7220 XFNVTE0. 32
(1. 46mmo 1) 2Nz . FB|T1IMEEEL:,



RIGEEAR3 0m 1 C203EE L . #REE 7 427
LTHIRRERZRE L, BREZF ATV 70T R
P57 4— (Da—FILC—300:70g. k.
A& /=N 7kl (1.7100~1,750) )
[CTREL . 35T FIL, n—~7% THiE
LTN—{4— (4—RAFN—1-ENFLN) 722
Nt AFIL—N —[2—{3—(4—7=z2—1—
EXSZYIL) TOREL) —6—AFNT 2N ] Y
L70. 71g%437:,

[0132]!' H NMR (DMSOdg } : 1. 89
{q. 2H) . 2. 16 (s.3H). 2. 19 (s.
3H) . 2. 42 (m. 4H) . 2. 50 {m. 6
H). 3. 07 (m, 8H} . 4. 00 (t, 2H) .
4. 17{(d. ZH) . 6. 58 {t. 1H}). 6. 7
7T~6. 93 (m, 7H) . 7. 03 (t. 1H) .
7.14~7. 23 (m. 5H)
[{0133] H=EH2 (BEEA)

2= {3—(4d-7=z20—1-EXRFLYL) 7R
i —6—XFNT0. 47 (1. 44mmo
1)} 23R AFL > 20ml #0072 . 5~6°CICHHIL
7z, BEEBEEZ (FU2uanaxdil) 0. 14g (0. 4
Tmmo 1} ZL320mML., 36 IJLFAT I
0.47g (4. 64mmo 1) 210CLTITHT
L7z, 10~20°CT1HHEEH®. 4— (2-tU
WAFNLAFL) T AFNTIL0. 31g
(1. 45mmo 1) #02 . FHT1EEEREL:.
RIS %7 aniil- LTl L | ARSTE B < 7 4
LTS LEEAREL:, BER LA 20
RrFFT 44— (PA—FINC—-300:70g. #HEE
W X%/ = 70okils (1,7100~1.75
0) ) wTHREL . 35CEBLFLTERLL TN
14— {2V AFILARL) 7220 XFIL
N —[2—{3— (4—7zZ)—1-ExZY
Ny ZRF Y —6—AFL 7] 770, 6

HRT10-306078

6 g B,

[0134]' H NMR (CDC1l; ) :8=1. 9
66 (m, 2H) . 2. 27 (s, 3H) . 2. 52~
2.61 {(m. 6H) . 3. 19 (m. 4H). 4. 0
2(t, 2H) . 4. 35(d, 2H) . 4. 74
(t.1H) 5. 17 (s, 2H) . 5. 82 (s
1H) . 6. 76~6. 93 (m, 7TH) . 7. 08~
7.28 (m, 6H) . 7.50(d, 1H). 7. 6
8(m., 1H). 8. 58 (m. 1H)

[0135] ZEhEH 3

N— 14— (2-EVINAFNARY) 722} A
Fi—N" —[2—{3—(4—7=20—1-EX3
I FORFL 6 —XFATL] LT
0. 3g (0. 53mmol) #7t+>50ml I
RS, 4 NIEWKFEFBLFLERZ 0. 3ml
(1. 2Zmmo 1) #INZEET 20EEHER. L
oL EIFRL . 7R TR O C TR
LoN=— 14— (2-BUINVAFNARY) 722
It AFNL—-N" —[2—{3— (4-—T==N—1—
EXRFVIL) Tl —6—XFN Tz ] 7
L7 A rarzasd4 R0, 34 g5,
[0136]'H NMR (DMSOd; ) : 6§=2.
17 {(m, BH} ., 3. 12 (m, 4H) . 3. 42
(m, ZH) . 4. 02~4. 22 (m, 9H) . 5.
34 (s, 2H) . 6. 79~6. 85 (m., 3H) .
6. 96~7. 07 {(m, 5H) ., 7. 22~7. 28
(m, 5H) . 7. 65 {m:2H) . 7. 81 (m.
1H).8. 22(m, 1H). 8 85{(d. 1
H).10. 84 (bs. 1H)

FEEH 1~ 3 AR FET. K- 21RTERAILES
Wa~4 2 %&KEL7:,

[0137]

[£75]
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